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IN THE CLAIMS 



1.-9. (Cancelled) 

10. (Currently Amended) A method for the prophylactic and/or therapeutic treatment 
of dysuria that comprises: 

administering to a human being or an animal a subject in need of treatment for dysuria 
an e ffective amount of a compound effective to treat dysuria , which 

wherein said compound is a ft adrenergic receptor agonist, having a general formula 
selected from the group consisting of formula (IV), (V), (VI), (VII) and (VIII), 

or a salt or prodrug thereof, or for the compound of formula (VII) an ester or amide 
thereof; 

wherein 

(a) a compound of formula (IV) is represented by the following general formula: 



wherein 

R 1 is lower alkyl, aryl or arylalkyl; 

R 2 is hydrogen, hydroxy, alkoxy, -CH 2 OH, cyano, -C(0)OR 7 , -C0 2 H, -CONH 2 , 
tetrazole, -CH 2 NH 2 or halogen; where R 7 is lower alkyl; 
R 3 is hydrogen, alkyl, heterocycle or 
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where R 8 . R 8 and R 8 are independently hydrogen, alkoxy. lower alkyl. halogen. -OH. 
-CN. -rCH^nNR 6 COR 7 . -CON(R 6 )R 6 '. -CON(R 6 )OR 6 '. -CO9R 6 . -SR 7 . -SOR 7 . -SO?R 7 . 
-NfR^SOrR 1 . -N(R 6 )R 6 '. -NR 6 COR 7 . -OCH 2 CON(R 6 )R 6 '. -OCH 7 CQ 7 R 7 or arvl: and R 8 and 
R 8 ' may together with the carbon atoms to which they are attached form an arvl or 
heterocycle; where R 6 and R 6 are independently hydrogen or lower alkyl, and R 7 is lower 
alkyl; 

R 4 is hydrogen, alkyl or B; wherein B is -CN. -CONfR^R 9 '- or -CQ 2 R 7 . where R 7 is 
lower alkyl and R 9 and R 9 are independently hydrogen, lower alkyl. alkyl. cycloalkyl, 
arylalkyl. aryL heteroaryl or R 9 and R 9 may together with the nitrogen atom to which they 
are attached form a heterocycle; 

R 5 3 and R 5 ', rVr* 1 and R ^ are independently hydrogen, alkoxy, lower alkyl, halogen, 
-OH, -CN, -(CH 2 ) n NR 6 COR 7 , -CON(R 6 )R 6 ', -CON(R 6 )OR 6 ', -C0 2 R 6 , -SR 7 , -SOR 7 , -S0 2 R 7 , 
-N(R 6 )S0 2 R 1 , -N(R 6 )R 6 ', -NR 6 COR 7 , -OCH 2 CON(R 6 )R 6 ', -OCH 2 C0 2 R 7 or aryl; or R 5 and 
R 5 eF-R g and R* 1 may together with the carbon atoms to which they are attached form an aryl 
or heterocycle; 

R 6 and R ^-are is independently hydrogen or lower alkyl; and 
R * is lower alkyl; 

R 9 -and-R ^ ar e ind e pend e ntly hydrogen, lower alkyl, alkyl, oycloalkyl, arylalkyl, aryl, 
h e t e roaryl; or 

R 9 -aftd4^- may tog e ther with th e nitrog e n atom to which th e y are attach e d form a 
hotorocyclo; 

A is a bond, -(CH 2 ) n - or -CH(B)-, wherein n is an integer of 1, 2 or 3 and 
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B is -CN, -CON(R 9 )R 9 '- or -C0 2 R 7 ; 

with the proviso that when A is a bond or -(CH2) n - and R 3 is hydrogen or 
unsubstituted alkyl, then R 4 is B or substituted alkyl; 

(b) a compound of formula (V) is represented by the following general formula: 

R 4 




A is pyridinyl; 

R 1 is (1) hydroxy, (2) oxo, (3) halogen, (4) cyano, (5) NR 8 R 8 , (6) SR 8 , 
(7) trifluoromethyl, (8) Ci-Cio alkyl, (9) OR 8 , (10) S0 2 R 9 , (1 1) OCOR 9 , (12) NR 8 COR 9 , 
(13) COR 9 , (14) NR 8 S0 2 R 9 , (15) NR 8 CO z R 8 , or (16) C,-C 10 alkyl substituted by hydroxy, 
halogen, cyano, NR 8 R 8 , SR 8 , trifluoromethyl, OR 8 , C 3 -C 8 cycloalkyl, phenyl, NR 8 COR 9 , 
COR 9 , S0 2 R 9 , OCOR 9 , NR 8 S0 2 R 9 or NR 8 C0 2 R 8 ; where 

R 8 is (1) hydrogen. (21 C . -dnalkvl. (3) Ct C« cvcloalkvl. (4) Z optionally 

having 1 to 4 substituents selected from halogen, nitro. oxo. NR'°R 10 . C i -O n alkvl. 

Cj-C u) alkoxv. Cj-Cj n alkylthio. and Cj-C 10 alkyl having 1 to 4 substituents selected 

from hydroxy, halogen. CO?H. CO^ -Ci-Cm alkvl. SO? -Ci-Ci n alkvl. C r C g cvcloalkvl. 

Ci-Cjn alkoxv. or Z optionally substituted by from 1 to 3 halogen. C i_-Cin alkyl or C r- 

C\n alkoxv. or (5) C^-C io alkvl having 1 to 4 substituents selected from hydroxy. 

halogen. CO?H. Cp7 -C 1 -Cin alkvl. SO^ -Cr-Cm alkvl. C r C g cvcloalkvl. Cj -Ci n alkoxv. 
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C\-Cu) alkyl, or Z optionally substituted bv from 1 to 4 halogen, CVC m alkvl or C\ z 
Cin alkoxy; 

R 9 is (1) R 8 or (2) NR 8 R 8 : and 

R 10 is (1) C i-Cio alkyl, or (2) two R 1Q groups together with the N to which they 
are attached forming a 5 or 6-membered ring optionally substituted with CVC m alkyl; 

and Z is (1) phenyl, (2) naphthyl, (3) or a 5 or 6-membered heterocyclic ring 
with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen, (4) a benzene 
ring fused to a Cir C« cycloalkyl ring, (5) a benzene ring fused to a 5 or 6-membered 
heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or 
nitrogen, (6) a 5 or 6-membered heterocyclic ring with from 1 to 4 heteroatoms 
selected from oxygen, sulfur or nitrogen fused to a 5 or 6- membered heterocyclic 
ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen, or (7) a 5 
or 6-membered heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, 
sulfur or nitrogen fused to a CVC r cycloalkyl ring; 
n is 0 to 5; 

R 2 and R 3 are independently (1) hydrogen, (2) Ci-Cio alkyl or (3) Ci-Cio alkyl with 1 
to 4 substituents selected from hydroxy, Ci-Cio alkoxy, or halogen; 

X is (1) -CH 2 -, (2) -CH 2 -CH 2 -, (3) -CH=CH- or (4) -CH 2 0-; where m is 0 or 1 ; 

R 4 and R 5 are independently (1) hydrogen, (2) Ci-Cio alkyl, (3) halogen, (4) NHR 8 , 
(5) OR 8 , (6) S0 2 R 9 or (7) NHS0 2 R 9 ; 

R 6 is (1) hydrogen or (2) Ci-Cio alkyl; 

risOto 3; and 

R 7 is Z-(R la ) n ; 

where Z is defined above and R la is (1) R 1 , (2) C 3 -C 8 cycloalkyl, (3) phenyl 
optionally substituted with up to 4 groups independently selected from R 8 , NR 8 R 8 , 
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OR 8 , SR 8 or halogen, or (4) 5 or 6-membered heterocycle with from 1 to 4 
heteroatoms selected from oxygen, sulfur or nitrogen, optionally substituted with up 
to four groups independently selected from oxo, R 8 , NR 8 R 8 , OR 8 , SR 8 , or halogen; Z 
is (1) ph e nyl, (2) naphthyl, (3) or a 5 or 6 m e mb e r e d het e rocyclic ring with from 1 to 
4 h e t e roatoms s e l e ct e d from oxyg e n, sulfur or nitrog e n, ( 4 ) a b e nzene ring fused to a 
Gy-G gcycloalkyl ring, (5) a b e nz e n e ring fus e d to a 5 or 6 m e mb e r e d het e rocyclic ring 
with from 1 to 4 h e t e roatoms s e l e ct e d from oxygon, sulfur or nitrogen, (6) a 5 or 6 
m e mb e r e d het e rocyclic ring with from 1 to 4 heteroatoms s e l e ct e d from oxyg e n, 
sulfur or nitrog e n fus e d to a 5 or 6 membered heterocyclic ring with from 1 to 4 
h e teroatoms s e l e cted from oxyg e n, sulfur or nitrog e n, or (7) a 5 or 6 m e mb e r e d 
h e t e rocyclic ring with from 1 to 1 h e t e roatoms select e d from oxyg e n, sulfur or 
nitrog e n fus e d to a Cy -G g cycloalkyl ring; 

R & is (1) hydrogen, (2) Cx -Gx oalkyl, (3) C^ -Gg cycloalkyl, ( 4 ) Z optionally having 1 to 
4 substitu e nts s e l e ct e d from halog e n, nitro, oxo, NR^R^rGi-€^ alkyl, C x-Gx q allcoxy, C x-Gxq 
alkylthio, and Cx-G* 9 alkyl having 1 to 4 substitu e nts s e l e cted from hydroxy, halog e n, CO^ H? 
GOy-Gx-G+a alkyl, SO^ -Gx-Gx q alkyl, C^ -G g cycloalkyl, Cx-Gxo alkoxy, or Z optionally 
substituted by from 1 to 3 halogen, Cx -Gxq alkyl or Cx -Gxq alkoxy, or (5) Cx-Gxq alkyl having 
1 to 4 substituents selected from hydroxy, halogen, CO 3 H, CO2-G+-G44 alkyl, SO^ -Gx-Gxq 
alkyl, Cy -Gg cycloalkyl, Cx-Gxq allcoxy, C x-Gx q alkyl, or Z optionally substitut e d by from 1 to 
4 halogen. C x-Gx o alkyl or C x-Cx a alkoxy; and where n is 0 to 5; 

R* io(l)R g or (2)NR *R g f and 

R 40 is (1) Cx-Gxq alkyl, or (2) two R 4 0 groups tog e th e r with the N to which they ar e 
attached forming a 5 or 6 m e mber e d ring optionally substitut e d with Cx -Gx q alkyl; 
(c) a compound of formula (VI) is: 
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OH 



x- 




wherein 

X is hydrogen, halogen, trifluoromethyl or lower alkyl, and 

R is hydrogen; or lower alkyl which may have a suitable substituent selected from the 
group consisting of cyclo(C3-C7)alkyl, hydroxy, lower alkoxy, carboxy and lower 
alkoxycarbonyl; cyclo(C3-C7)alkyl of and lower alkanoyl; 

(d) a compound of formula (VII) is represented by th e following g e n e ral formula : 




(VII) 



wherein 

R 1 is a hydrogen, fluorine, chlorine^ er bromine atom^ or a hydroxyl, hydroxymethyl, 
methyl, methoxyl, amino, formamido, acetamido, methylsulphonylamido, nitro, benzyloxy, 
methylsulphonylmethyl, ureido, trifluoromethyl or p-methoxybenzylamino group; 
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R 2 is a hydrogen, fluorine, chlorine or bromine atom or a hydroxyl group; 
R 3 is a hydrogen, chlorine or bromine atom or a hydroxyl group, 
R 4 is a hydrogen atom or a methyl group; 
R 5 is a hydrogen atom or a methyl group; 

R 6 is a hydrogen, fluorine or chlorine atom or a methyl, methoxyl or hydroxy group; 
X is an oxygen atom or a bond; 

Y is an alkylene group of up to 6 carbon atoms or a bond; and 
Z is an alkylene, alkenylene or alkynylene group of up to 10 carbon atoms; and 
(e) a compound of formula (VIII) is represented by the following general formula: 
OR 




(VIII) 



wherein 

R is hydrogen or methyl, 

R 1 is hydrogen, halogen, hydroxy, benzyloxy, amino or hydroxymethyl, 

R 2 is hydrogen, hydroxymethyl, -NHR 3 , -S0 2 NR 4 R 4 or nitro, where R 3 is hydrogen, 
methyl -SO?R 5 » formvl or -CONHR 6 and R 4 and R 4 'are independently hydrogen, lower 
alkyl or benzyl; and R 5 is lower alkyl, benzyl or -NR 4 R 4 ; and R 6 is hydrogen or lower alkyl; 

R * io hydrogen, methyl, SO^ R *, formyl or CONHR^ T 

R 4 and R 4 1 are ind e p e ndently hydrog e n, lower alkyl or b e nzyl, 

R # is low e r alkyl, b e nzyl or NR^ 4 ^ 

R 6 is hydrogen or lower alkyl, 

R 6 1 is hydrogen or low e r alkyl and 
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R 7 is hydrogen, amino, acetylamino, or hvdroxyl; 
R 8 is hydrogen, amino, acetylamino, or hydroxyl; 
X is N, O, S or methylene; 
R 6 1 is hydrog e n or low e r alkyl, 

R 9 is hydrogen, amino, acetylamino or hydroxy ? ;-aftd 
X is N, O, S or methyl e ne; 
provided that when X is N, O or S, 

then R 9 is hydrogen, either R 7 or R 8 is hydrogen, and the other is hydrogen, amino, 
acetylamino or hydroxy; and 

provided that when X is methylene, 
then both R 7 and R 8 are hydrogen. 

1 1 . (Previously Presented) The method of Claim 1 0 comprising administering the 
compound of formula (IV) or a salt thereof. 

12. (Previously Presented) The method of Claim 10 comprising administering the 
compound of formula (V) or a salt thereof. 

13. (Previously Presented) The method of Claim 10, comprising administering the 
compound of formula (VI) or a salt thereof 

14. (Previously Presented) The method of Claim 10, comprising administering the 
compound of formula (VII) or a salt, ester or amide thereof 

15. (Previously Presented) The method of Claim 10, comprising administering the 
compound of formula (VIII) or a salt thereof 

16. (Previously Presented) The method of claim 10 wherein said compound is in the 
form of a prodrug. 

17. (Currently Amended): A method for the prophylactic and/or the therap e utic 
treatment of pollakiuria or urinary incontinence comprising! 
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administering to a subject in need of treatment for pollakiuria or urinary incontinence 
an thereof an effective amount of a compound effective to treat pollakiuria or urinary 
incontinence, wherein said compound which is a (33 adrenergic receptor agonist, having a 
general formula selected from the group consisting of formula (IV), (V), (VI), (VII) and 
(VIII), or a salt or prodrug thereof, or for the compound of formula (VII) an ester or amide 
thereof; 

wherein 

(a) a compound of formula (IV) is represented by the following general formula: 




NHSO2R 1 



wher e in 

R 4 ^ is lower alkyl, aryl or arylalkyl; 

R 2 is hydrogen, hydroxy, alkoxy, CH^OH, oyano, C(0)OR^, CO^H, CONH^ 
tetrazol e , CH3 NH2 or halogen; 

R ^ i s hydrogen, alkyl, hoterocycl e or 




R 4 is hydrog e n, alkyl or B; 

rVr^VR*^ *' and R g " ar e indep e ndently hydrogen, alkoxy, lower alkyl, halog e n, 
OH, CN, (CH^ NR^GQR 7 , CONfo 6 ^ 6 ', CON^ ^VGQaRV-SR *, SORV SQ^ 
-N(R 6 )S02R^r-N(R 6 )R 6 V-NR 6 €QR 7 , OCH^CO^R ^ ', OCH^ GQgR ^ or aryl; or 
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R # and R # ' or R g and R g > may tog e th e r with th e carbon atoms to which th e y ar e 
attached form an aryl or hetorooyolo; 



R y is lower alkyl; 

R 9 and R 9< ar e ind e p e ndently hydrog e n, low e r alkyl, alkyl, cycloalkyl, arylalkyl, aryl, 
hoteroaryl; or 

R 9 and R 9f may together with th e nitrog e n atom to which th e y ar e attach e d form-a 
hotorooyclo; 

A is a bond, (CHi ) ft - or CH(B) , wher e in n is an integer of 1, 2 or 3 and B is CN, 



unsubstitut e d alkyl, th e n R 4 is B or substituted alkyl; 
wherein 

R 1 is lower alkyl, aryl or arylalkyl; 

R 2 is hydrogen, hydroxy, alkoxv, -CH9OH, cvano, -C(Q)OR 7 , -CO9H, -CONH?, 
tetrazole, -CH?NH? or halogen; where R 7 is lower alkyl; 
R 3 is hydrogen, alkyl, heterocycle or 



where R 8 , R 8 and R 8 " are independently hydrogen, alkoxy, lower alkyl, halogen, -OH, 
-CN, -(CH? ) nNR 6 COR 7 , -CON(R 6> >R 6 ', -CONfR^OR 6 ', -CO z R 6 , -SR 7 , -SOR 7 , -SCbR 7 , 
-NfR^SCbR 1 , -N(R 6 m 6 \ -NR 6 COR 7 , -OCH,CON(R 6 m 6 ', -OCHtCOR 7 or aryl; and R 8 and 
R 8 may together with the carbon atoms to which they are attached form an aryl or 
heterocycle; where R 6 and R 6 ' are independently hydrogen or lower alkyl, R 7 is lower alkyl; 



R 6 and R 6i 



are ind e p e ndently hydrogen or lower alkyl; and 




with th e proviso that wh e n A i s a bond or (CH^ ) ft and R^ is hydrogen or 
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R 4 is hydrogen, alkvl or B; wherein B is -CN, -CON(R 9 )R 9 - or -CO z R 7 , where R 7 is 
lower alkyl and R 9 and R 9 ' are independently hydrogen, lower alkyl, alkyl, cycloalkyl, 
arylalkyl, aryl, heteroaryl or R 9 and R 9 may together with the nitrogen atom to which they 
are attached form a heterocycle; 

R 5 and R 5 ', are independently hydrogen, alkoxy, lower alkyl, halogen, -OH, -CN, - 
(CH z ) nNR 6 COR 7 , -CON(R 6 )R 6 ', -CONfR^OR 6 '. -CO7R 6 , -SR 7 , -SOR 7 , -SO?R 7 , 
-NfR^SCbR 1 . -N(R 6 )R 6 \ -NR 6 COR 7 . -OCH?CON(R 6> >R 6 \ -OCH.CCbR 7 or arvl: or R 5 and 
R 5 may together with the carbon atoms to which they are attached form an aryl or 
heterocycle; 

R 6 is independently hydrogen or lower alkyl; and 

A is a bond, -(CH? V or -CH(BV, wherein n is an integer of 1 , 2 or 3 and 
B is -CN, -CON(R 9 )R 9 '- or -CO?R 7 ; 

with the proviso that when A is a bond or -(CH? V and R 3 is hydrogen or 
unsubstituted alkyl, then R 4 is B or substituted alkyl; 

(b) a compound of formula (V) is represented by the following general formula: 



R 4 




OH H R 2 

III // \ 
CHCH 2 N— C (X) S " ^ ™— 



R 3 




N— S0 2 (CH 2 )— R 7 
R 6 

R ' (V) 



n is 0 to 5; 
m is 0 or 1 ; 
r is 0 to 3; 
A is pyridinyl; 
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R * is (1) hydroxy, (2) oxo, (3) halogen, ( 1 ) cyano, (5) NR *R g , (6) SRV (7) 
trifluoromothyl, (8) C+-€^ alkyl, (9) OR g , (10) SO^ R 9 , (11) OCOR 9 , (12) NR*€QRV(13) 
GQR 9 , (1 1) NR g SQaR 9 , (15) NR g GQaR g , or (16) C+-G44 alkyl substituted by hydroxy, 
halogen, cyano, NR *»VSR* , trifluoromothyl, OR & ^-€ g cycloalkyl, phenyl, NR g GQR 9 7 
GQRVSQgR 9 , OCOR 9 7 ^R & SQ 3 R 9 or NR ^GQ^R^f 

R 2 and R * are indep e nd e ntly (1) hydrogen, (2) C^-G^ alkyl or (3) alkyl with 1 

to 4 substituents s e l e ct e d from hydroxy, C4.-G43 alkoxy, or halog e n; 

X is (1) Cih , (2) CH^ -GH ^ , (3) CH~CH or (1) CH^Q-t 

R 4 and aro indopondontly (1) hydrog e n, (2) C+ -G+ o allcyl, (3) halogen, ( 4 ) NHR g T 
(5) OR*, (6) SOa R 9 or (7) NHSOj R 9 f 

R 6 is (1) hydrogen or (2) C+-G44 alkyl; 
R7 is Z (R **) ft f 

R 4 * is (1) R*, (2) Cy -G g cycloalkyl, (3) ph e nyl optionally substitut e d with up to 4 
groups independently selected from RV NR g RVQRVSR g or halog e n, or ( 4 ) 5 or 6 m e mb e r e d 
heterocycl e with from 1 to 4 heteroatoms s e l e cted from oxygen, sulfur or nitrogen, optionally 
substitut e d with up to four groups ind e p e ndently selected from oxo, rV ^sIR^VORVSRV^p 
halog e n; 

Z is (1) ph e nyl, (2) naphthyl, (3) or a 5 or 6 memb e red het e rocyclic ring with from 1 
to 4 h e t e roatoms s e l e ct e d from oxygen, sulfur or nitrog e n, ( 4 ) a benzene ring fus e d to a C ^-Gg 
cycloalkyl ring, (5) a benz e n e ring fus e d to a 5 or 6 -m e mb e r e d h e t e rocyclic ring with from 1 
to 4 h e teroatoms s e l e ct e d from oxygen, sulfur or nitrogen, (6) a 5 or 6 member e d 
h e terocyclic ring with from 1 to 4 h e t e roatoms s e l e ct e d from oxyg e n, sulfur or nitrog e n fus e d 
to a 5 or 6 memb e red heterocyclic ring with from 1 to 4 h e teroatoms s e lect e d from oxyg e n, 
sulfur or nitrogen, or (7) a 5 or 6 m e mb e r e d h e terocyclic ring with from 1 to 4 heteroatoms 
select e d from oxygon, sulfur or nitrog e n fus e d to a C^-Gg cycloalkyl ring; 
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R g is (1) hydrogen, (2) C rG ^alkyl, (3) C^-Gg cycloalkyl, (4) Z optionally having 1 to 
4 substituents s e l e ct e d from halog e n, nitro, oxo, NR ^R^VCi-G ^ alkyl, C^-G+o alkoxy, C i-G+q 
allcylthio, and C±-G±q allcyl having 1 to 4 substituonts s e l e ct e d from hydroxy, halog e n, CO jH, 
GOa-G^-G^ alkyl, SO^-€^-€^ aUcyl, Q -Gg cycloalkyl, C±-G^ alkoxy, or Z optionally 
substitut e d by from 1 to 3 halog e n, C^-G^o allcyl or C^-G-^o alkoxy, or (5) C4 .-G40 allcyl having 
1 to 4 substitu e nts s e l e ct e d from hydroxy, halog e n, CO3H, CO^ C^-G-^q allcyl, SO^ C^-G^ 
allcyl, C^ -Gg cycloalkyl, C 4.-G44 alkoxy, C4 --G4 0 allcyl, or Z optionally substitut e d by from 1 to 
4 halogen, C 4--G4 0 allcyl or C4 --G4 0 alkoxy; 

R 9 is (1) R * or (2) NR*RVan4 

R 4 0 is (1) C^-G^ allcyl, or (2) two R40 groups tog e th e r with th e N to which th e y ar e 
attached forming a 5 or 6 m o mb e r e d ring optionally substitut e d with C rG^ o alkyl; 
wherein 
A is pvridinyl; 

R 1 is (1) hydroxy. (2) oxo, (3) halogen, (4) cvano. (5) NR 8 R 8 . (6) SR 8 . 
(7) trifluoromethvl. (8) C j-Cin alkvl. (9) OR 8 . (10) SO?R 9 . (11) OCOR 9 . (12) NR 8 COR 9 . 
(13) COR 9 . (14) NR 8 SO?R 9 . (15) NR 8 CO?R 8 . or (16) C r Cin alkyl substituted by hydroxy, 
halogen, cvano. NR 8 R 8 . SR 8 . trifluoromethvl. OR 8 . Cy C« cycloalkyl. phenyl. NR 8 COR 9 . 
COR 9 . SO z R 9 . OCOR 9 . NR 8 SO.R 9 or NR 8 Cp9R 8 : where 

R 8 is (1) hydrogen. (2) C i-Cm alkvl. (3) Cv C« cycloalkyl. (4) Z optionally 

having 1 to 4 substituents selected from halogen, nitro. oxo. NR 10 R 10 . C i-Cm alkvl. 

Cj-Ci n alkoxy. Cj -C m alkvlthio. and C i -C 10 alkyl having 1 to 4 substituents selected 

from hydroxy, halogen. CO?H. CO -Ci-C m alkvl. SCb -Cr-Ci n alkvl. Ct Ck cycloalkyl. 

C j-C in alkoxy. or Z optionally substituted by from 1 to 3 halogen. Cv-C u \ alkvl or Cr- 

C m alkoxy. or (5^ Cv-C\a alkvl having 1 to 4 substituents selected from hydroxy. 

halogen. CO?H. CO? -Ci-Ci n alkvl. SO^-Ci-Cm alkvl. C^ -C« cvcloalkvl. C i-C m alkoxy. 

15 



Application No. 10/074,020 

Reply to Office Action of August 5, 2004 



CrGm alkyl, or Z optionally substituted by from 1 to 4 halogen, Cj -Cin alkvl or C r 
Cm alkoxy; 

R 9 is (1) R 8 or (2) NR 8 R 8 : and 

R 1Q is Q) Cj -Cin alkvl. or (2) two R 1Q groups together with the N to which they 
are attached forming a 5 or 6-membered ring optionally substituted with C^C ui alkyl; 

and Z is (1) phenyl. (2) naphthyl. (3) or a 5 or 6-membered heterocyclic ring 
with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen, (4) a benzene 
ring fused to a C^-C a cycloalkyl ring. (5) a benzene ring fused to a 5 or 6-membered 
heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or 
nitrogen. (6) a 5 or 6-membered heterocyclic ring with from 1 to 4 heteroatoms 
selected from oxygen, sulfur or nitrogen fused to a 5 or 6- membered heterocyclic 
ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen, or (7) a 5 
or 6-membered heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, 
sulfur or nitrogen fused to a Cv~C * cycloalkvl ring; 
n is 0 to 5; 

R 2 and R 3 are independently ( 1) hydrogen. (2) C i-Cio alkyl or (3) (V Cio alkyl with 1 
to 4 substituents selected from hydroxy. CVC m alkoxy, or halogen; 

X is m -CH9-. (2) -CH7-CH7-. (3^ -CH=CH- or (4) -CH7O-; where m is 0 or 1; 

R 4 and R 5 are independently Qj hydrogen. (2) C i-C m alkyl, (3) halogen, (4) NHR 8 , 
(5) OR 8 , (6) SO7R 9 or (7) NHSO z R 9 ; 

R 6 is f n hydrogen or (2) (V Om alkyl; 

r is 0 to 3; and 

R 7 is Z-(R la ) n ; 

where Z is defined above and R la is (O R 1 . (2) CV Cr cvcloalkyl. (3) phenyl optionally 
substituted with up to 4 groups independently selected from R 8 . NR 8 R 8 , OR 8 , SR 8 or halogen. 
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or (4) 5 or 6-membered heterocycle with from 1 to 4 heteroatoms selected from oxygen, 
sulfur or nitrogen, optionally substituted with up to four groups independently selected from 
oxo, R 8 . NR 8 R 8 , OR 8 , SR 8 , or halogen; 

(c) a compound of formula (VI) is: 

OH 
I 

CH-CH 2 — NH 

(VI) 





wherein 

X is hydrogen, halogen, trifluoromethyl or lower alkyl, and 

R is hydrogen; or lower alkyl which may have a suitable substituent selected from the 
group consisting of cyclo(C3-C7)alkyl, hydroxy, lower alkoxy, carboxy and lower 
alkoxycarbonyl; cyclo(C3-C 7 )alkyl or and lower alkanoyl; 

(d) a compound of formula (VII) is represented by the following general formula: 





4YII)_ 



CHOH-CH 2 — NH-C(R 0 )R 7 -Y-X- 



0-Z-C0 2 H 
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R 



R 2 



(VII) 




-CHOH — CH 2 — NH— C(R 4 )R 5 -Y— X- 



"0-Z-C0 2 H 



R 3 



wherein 

R 1 is a hydrogen, fluorine, chlorine,, er bromine atom or a hydroxyl, hydroxymethyl, 
methyl, methoxyl, amino, formamido, acetamido, methylsulphonylamido, nitro, benzyloxy, 
methylsulphonylmethyl, ureido, trifluoromethyl or p-methoxybenzylamino group; 

R 2 is a hydrogen, fluorine, chlorine or bromine atom or a hydroxyl group; 

R 3 is a hydrogen, chlorine or bromine atom or a hydroxyl group, 

R 4 is a hydrogen atom or a methyl group; 

R 5 is a hydrogen atom or a methyl group; 

R 6 is a hydrogen, fluorine or chlorine atom or a methyl, methoxyl or hydroxy group; 
X is an oxygen atom or a bond; 

Y is an alkylene group of up to 6 carbon atoms or a bond; and 

Z is an alkylene, alkenylene or alkynylene group of up to 10 carbon atoms; and 

(e) a compound of formula (VIII) is represented by the following general formula: 



OR 

H 




(VIII) 



wherein 

R is hydrogen or m e thyl, 
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R * is hydrog e n, halogen, hydroxy, benzyloxy, amino or hydroxymethyl, 

R a is hydrog e n, hydroxymethyl, NHR ^ , SO^ NR^ 4 ' or nitro, 

R ^is hydrogen, methyl, SC^ R *, formyl or CONHR% 

R 4 -and-R 4t ar e ind e p e ndently hydrog e n, lower alkyl or b e nzyl, 

R # iG lowor alkyl, bonzyl or NR^ 4 ^ 

R ^ is hydrogen or low e r alkyl, 

R 6 ' is hydrogen or low e r alkyl, 

R 9 is hydrog e n, amino, ac e tylamino or hydroxy, and 
X is N, O, S or m e thyl e n e ; 
provided that wh e n X is N, O or S, 

then-j^ 9 is hydrogen, either R ? -e^ g is hydrog e n, and th e oth e r is hydrog e n, amino, 
acetylamino or hydroxy; and 

provid e d that wh e n X is methyl e n e , 
th e n both R* and R* are hydrogen 

R 1 is hydrogen, halogen, hydroxy, benzyloxy, amino or hydroxymethyl, 

R 2 is hydrogen, hydroxymethyl, -NHR 3 , -SO?NR 4 R 4 or nitro, where R 3 is hydrogen, 
methyl, -SO z R 5 , formyl or -CONHR 6 . where R 6 ' is hydrogen or lower alkyl; R 4 and R 4 'are 
independently hydrogen, lower alkyl or benzyl; and R 5 is lower alkyl, benzyl or -NR 4 R 4 ; 

R is hydrogen or methyl, 

R 6 is hydrogen or lower alkyk; 

R 7 is hydrogen, amino, acetylamino, or hvdroxyl; 

X is N, O, S or methylene; 

R 8 is hydrogen, amino, acetylamino, or hvdroxyl; 
R 9 is hydrogen, amino, acetylamino or hydroxy; 
provided that when X is N, O or S, 



19 



Application No. 10/074,020 

Reply to Office Action of August 5, 2004 

then R 9 is hydrogen, either R 7 or R 8 is hydrogen, and the other is hydrogen, amino, 
acetylamino or hydroxy; and 

provided that when X is methylene, 
then both R 7 and R 8 are hydrogen . 

18. (Currently Amended): A method for the prophylactic and/or th e th e rap e utic 
treatment of a disease or disorder selected from the group consisting of nervous pollakiuria, 
neurogenic bladder dysfunction, nocturia, unstable bladder, cystospasm, chronic cystitis, 
chronic prostatitis, overflow incontinence, passive incontinence, reflex incontinence, urge 
incontinence, and urinary stress incontinence^ comprising! 

administering to a subject in need of treatment of said disease or disorder and amount 
of a compound effect to treat said disease or disorder, wherein said compound in n ee d th e r e of 
an e ff e ctive amount of a compound, which is a P3 adrenergic receptor agonist, having a 
general formula selected from the group consisting of formula (IV), (V), (VI), (VII) and 
(VIII), or a salt or prodrug thereof, or for the compound of formula (VII) an ester or amide 
thereof; 



wherein 



(a) a compound of formula (IV) is represented by the following general formula: 




NHSO2R 1 



(IV) 



wherein 



R 4 " is lowor alkyi, aryl or arylalkyl; 
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R 2 io hydrogon, hydroxy, alkoxy, CH^OH, cyano, C^OR^ T-GO^tr 
t e trazol e , CH^ NH ^ or halog e n; 

R^ is hydrog e n, allcyl, hotorooyclo or 




R 4 is hydrogen, alkyl or B; 

RVR%RVR g ' l are ind e p e nd e ntly hydrogon, alkoxy, lower allcyl, halogen, 

OH, CN, (CH^NR 6 GQR 7 , CON(R^, CONCR^ ^VGQ^RV-SR* , SORV -SQaRV 
N(R^)SQ3R^r-N(R^V-NR 6 €QR ^, OCH^CON(R 6 )R* ', OCH3 GQ3R * or oryl; or 

R ^ and R^ or R g and R* T may together with th e carbon atoms to which th e y ar e 
attach e d form an aryl or h e t e rocycl e ; 

R 6 and R* - ar e indep e nd e ntly hydrog e n or lower allcyl; and 

R ? is low e r allcyl; 

R * and R^ ar e independently hydrogen, lower allcyl, allcyl, cycloallcyl, arylallcyl, aryl, 
h e t e roaryl; or 

R 9 -and-R 9 f may tog e ther with the nitrog e n atom to which they ar e attach e d form a 
h e t e rocycl e ; 

A is a bond, (CHb ) ft - or CH(B) , wherein n is an int e g e r of 1, 2 or 3 and 
Bis CN, CON(R 9 )R * or CO^ f 

with th e proviso that wh e n A is a bond or (CH^ ) ft - and R ^ is hydrogen or 
unsubstitut e d allcyl, then R 4 is B or substitut e d allcyl; 

R 1 is lower alkyl, arvl or arvlalkvl; 



21 



Application No. 10/074,020 

Reply to Office Action of August 5, 2004 

R 2 is hydrogen, hydroxy, alkoxy, -CH?OH, cyano, -CfO^OR 7 , -CO z H, -CONH z , 
tetrazole, -CH Z NH Z or halogen; where R 7 is lower alkyl; 
R 3 is hydrogen, alkyl, heterocycle or 




where R 8 , R 8 and R 8 are independently hydrogen, alkoxy, lower alkyl, halogen, -OH, 
-CN, -(CH z ) nNR 6 COR 7 , -CON(R 6 )R 6 ', -CON(R 6 )OR 6 ', -CO z R 6 , -SR 7 , -SOR 7 , -SO z R 7 , 
-NfR^SCbR 1 , -N(R 6 )R 6 ', -NR 6 COR 7 , -OCH,CON(R 6 )R 6 ', -OCH z CO z R 7 or aryl; and R 8 and 
R 8 may together with the carbon atoms to which they are attached form an aryl or 
heterocycle; where R 6 and R 6 ' are independently hydrogen or lower alkyl, R 7 is lower alkyl; 

R 4 is hydrogen, alkyl or B; wherein B is -CN, -CON(R 9 )R 9 - or -CO z R 7 , where R 7 is 
lower alkyl and R 9 and R 9 are independently hydrogen, lower alkyl, alkyl, cycloalkyl, 
arylalkyl, aryl, heteroarvl or R 9 and R 9 ' may together with the nitrogen atom to which they 
are attached form a heterocycle; 

R 5 and R 5 , are independently hydrogen, alkoxy, lower alkyl, halogen, -OH, -CN, - 
(CH? ) nNR 6 COR 7 , -CON(R 6 )R 6 ', -CONfR^OR 6 ', -CO7R 6 . -SR 7 , -SOR 7 , -SO z R 7 , 
-NfR^SO^R 1 , -N(R 6 )R 6 , -NR 6 COR 7 , -OCH z CON(R 6 )R 6 '. -OCH7CO9R 7 or aryl; or R 5 and 
R 5 may together with the carbon atoms to which thev are attached form an aryl or 
heterocycle; 

R 6 is independently hydrogen or lower alkyl; and 

A is a bond, -(CH Z V or -CH(B)-, wherein n is an integer of 1, 2 or 3 and 
B is -CN, -CON(R 9 )R 9 '- or -CO?R 7 ; 

with the proviso that when A is a bond or -(CH z ) n - and R 3 is hydrogen or 
unsubstituted alkyl, then R 4 is B or substituted alkyl; 
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(b) a compound of formula (V) is represented by the following general formula: 

N— S0 2 (CH 2 ) r — R 7 
R 6 

(V) 
wherein 
n is 0 to 5; 
m is 0 or 1 ; 
r is 0 to 3; 
A is pyridinyl; 

R 4 " is (1) hydroxy, (2) oxo, (3) halogen, (1) cyano, (5) NR *R *, (6) SR* r<3) 
trifluoromethyl, (8) C+-G44 alkyl, (9) OR * , (10) SO^ R 9 , (1 1) OCOR 9 , (12) NRW ^ 
GQR 9 , (14) NR^ SQsR 9 , (15) NR ^GQ^R *, or (16) C4- C10 alkyl substituted by hydroxy, 
halogen, cyano, NR* RVSR *, trifluoromethyl, ORV Gy-€ » cycloalkyl, phenyl, NR *GOR 9 7 
GQRVsQ^R 9 , OCOR ^rNR^^R 9 or NR g GQaR g t 

R 2 and R* ar e ind e p e ndently (1) hydrog e n, (2) C^ -G^ q alkyl or (3) C± -G± $ alkyl with 1 
to 4 substitu e nts s e l e ct e d from hydroxy, allcoxy, or halog e n; 

X is (1) CH^ , (2) CH^ , (3) CH-CH or (1) CH^Q- 

R 4 and K s are independently (1) hydrogen, (2) C4 --G4 0 allcyl, (3) halogen, (4) NHR* ? 
(5) OR * , (6) SO^ R 9 or (7) NHSO^ t 

R 6 is (1) hydrogen or (2) C 4.-G44 alkyl; 
R *i s Z(R* *% t 

R 4 * is (1) R*, (2) C^-Gg oyoloalkyl, (3) ph e nyl optionally substituted with up to 4 
groups ind e p e nd e ntly sel e ct e d from R Vfr^R^^^VSR* or halog e n, or ( 4 ) 5 or 6 momborod 
h e t e rocycle with from 1 to 4 h e teroatoms s e l e cted from oxyg e n, sulfur or nitrogen, optionally 



(R')n 
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substituted with up to four groups indep e nd e ntly s e l e ct e d from 
halogen; 

Z is (1) phenyl, (2) naphthyl, (3) or a 5 or 6 momb e red heterocyclic ring with from 1 
to 4 h e t e roatoms sel e ct e d from oxyg e n, sulfur or nitrogen, (4) a b e nzen e ring fused to a Q-Gg 
cyoloalkyl ring, (5) a b e nz e n e ring fused to a 5 or 6 m e mb e r e d h e terocyclic ring with from 1 
to 4 heteroatoms s e l e ct e d from oxyg e n, sulfur or nitrogen, (6) a 5 or 6 member e d 
heterocyclic ring with from 1 to 4 heteroatoms s e l e ct e d from oxyg e n, sulfur or nitrog e n fus e d 
to a 5 or 6 m e mb e red heterocyclic ring with from 1 to 4 h e t e roatoms s e l e ct e d from oxyg e n, 
sulfur or nitrog e n, or (7) a 5 or 6 m e mbered heterocyclic ring with from 1 to 4 h e teroatoms 
sel e ct e d from oxyg e n, sulfur or nitrogen fused to a Cy G g cycloalkyl ring; 

R g is (1) hydrogen, (2) Ci -G^ alkyl, (3) C^ -G g cycloalkyl, (4) Z optionally having 1 to 
4 substitu e nts s e l e ct e d from halogen, nitro, oxo, ^°R*V€+-€^ alkyl, C+-G44 alkoxy, G±~G±q 
alkylthio, and C4.-G+Q alkyl having 1 to 4 substituents s e l e ct e d from hydroxy, halog e n, CO^ 
CQ 2 -G±-Gu> alkyl, SOa -G^-G+ o alkyl, Cy -G g cycloalkyl, C+ -G4 0 alkoxy, or Z optionally 
substitut e d by from 1 to 3 halog e n, C+-G^ alkyl or C±-G±$ alkoxy, or (5) C^-G^q allcyl having 
1 to 4 substitu e nts sel e ct e d from hydroxy, halogen, CO^ rGQgrG^-Gw allcyl, SO^-GvG+o 
alkyl, C^ -Gg cycloallcyl, Ci-G^ allcoxy, C^-G^ allcyl, or Z optionally substituted by from 1 to 
4 halog e n, C+-G+4 allcyl or Ci-G-^ allcoxy; 

R 9 is (1) R g or (2) NR¥ ^ 

R 4 ^ is (1) Ci-G^ allcyl, or (2) two R^° groups tog e th e r with the N to which they ar e 
attach e d forming a 5 or 6 m e mber e d ring optionally substituted with Ci-G^-alkyH 
A is pvridinyl; 

R 1 is (1) hydroxy. (2) oxo, (3) halogen, (4) cvano, (5) NR 8 R 8 . (6) SR 8 , 
(7) trifluoromethvL (8) C r Cin alkvU (9) OR 8 , (10) SO9R 9 . (in OCOR 9 , (12) NR 8 COR 9 . 
(13) COR 9 , (14) NR 8 SQ 2 R 9 , (15) NR 8 CO?R 8 . or (16) CV Cm alkvl substituted by hydroxy. 
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halogen, cvano. NR 8 R 8 . SR 8 . trifluoromethvl. OR 8 . Ct C« cycloalkyl. phenyl, NR 8 COR 9 , 

COR 9 . SO,R 9 . OCOR 9 . NR 8 SQ 7 R 9 or NR 8 CO?R 8 : where 

R 8 is Q) hydrogen. (2) C i-C malkvl. (3) CtC « cycloalkyl. (4) Z optionally 
having 1 to 4 substituents selected from halogen, nitro. oxo. NR 1Q R 1Q . C i z Cio alkvl, 
CVCm alkoxy, C^-Cm alkvlthio, and Or-C 10 alkyl having 1 to 4 substituents selected 
from hydroxy, halogen, CO?H, CO^-Q-Om alkyl, SO?-C^-Cm alkvl, CVC a cycloalkyl 
Cj-C in alkoxy, or Z optionally substituted by from 1 to 3 halogen, C^-C i n alkyl or C^- 
Cjn alkoxy, or (5) C i -C m alkyl having 1 to 4 substituents selected from hydroxy, 
halogen, CO?H, CO^ -Ci-Cin alkyl, SO r C r Cin alkyl, CV Cg cycloalkyl, C j-Ci n alkoxy, 
Cj-C in alkyl, or Z optionally substituted by from 1 to 4 halogen, C^-C i o alkyl or Ci- 
C u) alkoxy; 

R 9 is (1) R 8 or (2) NR 8 R 8 : and 

R 10 is (1) C r Cin alkyl, or (2) two R 10 groups together with the N to which they 
are attached forming a 5 or 6-membered ring optionally substituted with Cv-C w alkyl; 

and Z is (1) phenyl, (2) naphthvl, (3) or a 5 or 6-membered heterocyclic ring 
with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen, (4) a benzene 
ring fused to a C^-Cg^cycloalkyl ring, (5) a benzene ring fused to a 5 or 6-membered 
heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or 
nitrogen, (6) a 5 or 6-membered heterocyclic ring with from 1 to 4 heteroatoms 
selected from oxygen, sulfur or nitrogen fused to a 5 or 6- membered heterocyclic 
ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen, or (7) a 5 
or 6-membered heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, 
sulfur or nitrogen fused to a C^-C « cycloalkyl ring; 
n is 0 to 5; 
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R 2 and R 3 are independently (1) hydrogen, (2) C^-O m alkyl or (3) CVCm alkyl with 1 
to 4 substituents selected from hydroxy. CVC m alkoxy. or halogen; 

X is (H -CH r . (2) -CH 2 -CH r . (3) -CH=CH- or (4) -CH 2 Q-; where m is 0 or 1: 

R 4 and R 5 are independently (1) hydrogen, (2) C i-Cm alkyl (3) halogen. (4) NHR 8 . 
(5) OR 8 . (6) SQ 2 R 9 or (7) NHSQ 2 R 9 : 

R 6 is f n hydrogen or (2) C r Ci n alkyl; 

r is 0 to 3; and 

R 7 is Z-(R la )n; 

where Z is defined above and R la is (1) R 1 , (2) C3-C8 cycloalkyl, (3) phenyl optionally 
substituted with up to 4 groups independently selected from R 8 , NR 8 R 8 , OR 8 , SR 8 or halogen, 
or (4) 5 or 6-membered heterocycle with from 1 to 4 heteroatoms selected from oxygen, 
sulfur or nitrogen, optionally substituted with up to four groups independently selected from 
oxo, R 8 , NR 8 R 8 , OR 8 , SR 8 , or halogen; 

(c) a compound of formula (VI) is: 



wherein 

X is hydrogen, halogen, trifluoromethyl or lower alkyl, and 

R is hydrogen; or lower alkyl which may have a suitable substituent selected from the 
group consisting of cyclo(C3-C7)alkyl, hydroxy, lower alkoxy, carboxy and lower 
alkoxycarbonyl; cyclo(C3-C7)alkyl er and lower alkanoyl; 

(d) a compound of formula (VII) is represented by the following general formula: 




NHS0 2 R l 



(IV) 
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0= 



CHOH - CH 2 — NH - C(R^)R r - Y— X 




(VTT) 



O— Z— CQ 2 H 




CHOH CH 2 — NH— C(R 4 )R 5 -Y— X 



R 



(VII) 



VJ 5 



^0-Z-C0 2 H 



wherein 

R 1 is a hydrogen, fluorine, chlorine or bromine atom or a hydroxyl, hydroxymethyl, 
methyl, methoxyl, amino, formamido, acetamido, methylsulphonylamido, nitro, benzyloxy, 
methylsulphonylmethyl, ureido, trifluoromethyl or p-methoxybenzylamino group; 

R 2 is a hydrogen, fluorine, chlorine or bromine atom or a hydroxyl group; 

R 3 is a hydrogen, chlorine or bromine atom or a hydroxyl group, 

R 4 is a hydrogen atom or a methyl group; 

R 5 is a hydrogen atom or a methyl group; 

R 6 is a hydrogen, fluorine or chlorine atom or a methyl, methoxyl or hydroxy group; 
X is an oxygen atom or a bond; 

Y is an alkylene group of up to 6 carbon atoms or a bond; and 

Z is an alkylene, alkenylene or alkynylene group of up to 10 carbon atoms; and 

(e) a compound of formula (VIII) is represented by the following general formula: 



27 



Application No. 10/074,020 

Reply to Office Action of August 5, 2004 




(VIII) 



wherein 



R is hydrogen or methyl, 

R* is hydrog e n, halog e n, hydroxy, b e nzyloxy, amino or hydroxymethyl, 

R 2 is hydrogen, hydroxymothyl, NHR^ r-SOaNR^-e^ritee^ 

R Ms hydrogen, methyl, SO^ R 5 , formyl or CONHR* V 

R 4 -6B*d-j3: 4 1 are independently hydrog e n, lower allcyl or benzyl, 

R ^ is lower alkyl, benzyl or NR^ 

R 6 is hydrogen or lower allcyl, 

R ^ is hydrogen or lower allcyl, 

R 9 is hydrogen, amino, ac e tylamino or hydroxy, and 
X is N, O, S or methyl e n e ; 
provid e d that wh e n X is N, O or S, 

then-R 9 is hydrogen, eith e r R^ er-R * is hydrogen, and the other is hydrogen, amino, 
acetylamino or hydroxy; and 

provided that when X is m e thyl e n e , 
then both R 7 and R g are hydrog e n 

R 1 is hydrogen, halogen, hydroxy, benzyloxy. amino or hydroxymethyl, 
R 2 is hydrogen, hvdroxvmethvl. -NHR 3 . -SO?NR 4 R 4 ' or nitro. where R 3 is hydrogen, 
methyl, -SO?R 5 . formvl or -CONHR 6 ' and R 4 and R 4 'are independently hydrogen, lower 
alkvl or benzyl: and R 5 is lower alkyl, benzyl or -NR 4 R 4 ': and R 6 is hydrogen or lower alkyl; 
R 6 is hydrogen or lower alkyl. 
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R 7 is hydrogen, amino, acetvlamino, or hvdroxvl; 
R 8 is hydrogen, amino, acetvlamino, or hvdroxvl; 
X is N, O, S or methylene; 
R 9 is hydrogen, amino, acetvlamino or hydroxy; 
provided that when X is N, O or S, 

then R 9 is hydrogen, either R 7 or R 8 is hydrogen, and the other is hydrogen, amino, 
acetvlamino or hydroxy; and 

provided that when X is methylene, 
then both R 7 and R 8 are hydrogen . 

19-20. (Canceled). 

21. (Previously Presented): The method of Claim 10, comprising treating a subject 
having dysuria. 

22. (Previously Presented): The method of Claim 10, comprising treating a subject 
having pollakiuria. 

23. (Previously Presented): The method of Claim 10, comprising treating a subject 
having urinary incontinence. 

24. (Previously Presented): The method of Claim 10, comprising treating a subject 
having neurogenic bladder dysfunction. 
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25. (Previously Presented): The method of Claim 10, comprising treating a subject 
having nervous pollakiuria. 

26. (Previously Presented): The method of Claim 10, comprising treating a subject 
having nocturia. 

27. (Previously Presented): The method of Claim 10, comprising treating a subject 
having an unstable bladder. 

28. (Previously Presented): The method of Claim 10, comprising treating a subject 
having cystospasm. 

29. (Previously Presented): The method of Claim 10, comprising treating a subject 
having chronic cystitis. 

30. (Previously Presented): The method of Claim 10, comprising treating a subject 
having chronic prostatitis. 

31. (Previously Presented): The method of Claim 10, comprising treating a subject 
having overflow incontinence. 

32. (Previously Presented): The method of Claim 10, comprising treating a subject 
having passive incontinence. 
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33. (Previously Presented): The method of Claim 10, comprising treating a subject 
having reflux incontinence. 

34. (Previously Presented): The method of Claim 10, comprising treating a subject 
having urge incontinence. 

35. (Previously Presented): The method of Claim 10, comprising treating a subject 
having urinary stress incontinence. 

36. (Previously Presented) A compound of the general formula (I): 




(I) 



wherein 

R 1 is aryl which may have one or more suitable substituent(s), heterocyclic group or 
cyclo(lower)alkyl, 

R 2 is hydrogen or amino protective group, 

R 3 and R 4 are independently hydrogen, halogen, hydroxy, amino, nitro, carboxy, 
protected carboxy, aryl, lower alkyl, hydroxy(lower)alkyl, amino(lower)alkyl, 
acyloxy(lower)alkyl, acylamino(lower)alkyl, lower alkylamino(lower)alkyl which may have 
one or more suitable substituent(s), mono or di-(lower)alkylamino, acylamino, acyl group, 
lower alkoxy, halo(lower)alkoxy, lower alkenyloxy, lower alkoxy(lower)alkoxy, aryloxy, 
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cyclo(lower)alkyloxy, heterocyclicoxy, ar(lower)alkyloxy, acyloxy, lower 
alkylcarbamoyl(lower)alkoxy, heterocycliccarbamoyl(lower)alkoxy, 
heterocycliccarbonyl(lower)alkoxy, N-lower alkyl-lower alkylcarbamoyl(lower)alkoxy 3 
arylcarbamoyl(lower)alkoxy which may have lower alkoxy or di(lower)alkylamino, di-lower 
alkylsulfamoyloxy, N-lower alkyl-heterocyclic(lower)alkylcarbamoyl(lower) alkoxy, N- 
lower alkyl-lower alkylcarbamoyl(lower)alkoxy or N-lower alkyl- 
cyclo(lower)alkylcarbamoyl(lower)alkoxy, 
R 5 is hydrogen, lower alkyl, or aryl, 

A is lower alkylene which may have one or more suitable substituent(s) or lower 
alkenylene, 

X is O, S, SO, S0 2 or NH, and 
m is an integer of 0 or 1 , 
or a salt thereof, 

wherein when R 1 is naphthyl and R 5 is H, then X is not O. 
37. (New) The compound of claim 36, wherein 

R 1 is phenyl which may have 1 or 2 suitable substituent(s) selected from the group 
consisting of hydroxy and lower alkylsulfonylamino, 
R 2 is hydrogen, 

R 3 is lower alkylcarbamoyl(lower)alkoxy, heterocycliccarbamoyl(lower)alkoxy, 
heterocycliccarbonyl(lower)alkoxy, N-lower alkyl-lower alkylcarbamoyl(lower)alkoxy, 
hydroxy, lower alkoxy, protected carboxy, arylcarbamoyl(lower)alkoxy which may have 
lower alkoxy or di(lower)alkylamino, di-lower alkylsulfamoyloxy, N-lower alkyl- 
heterocyclic(lower)alkylcarbamoyl(lower) alkoxy, N-lower alkyl-lower 
alkylcarbamoyl(lower)alkoxy or N-lower alkyl-cyclo(lower)alkylcarbamoyl(lower)alkoxy, 



32 



Application No. 10/074,020 

Reply to Office Action of August 5, 2004 

R 4 is hydrogen, 

R 5 is hydrogen, 

A is lower alkylene, 

X is O, and 

m is an integer of 1. 



38. (Previously Presented) The compound of claim 37, wherein 
R 1 is phenyl which may have hydroxy and methylsulfonylamino, 
R 3 is ethylcarbamoylmethoxy, indolylcarbamoylmethoxy, 

piperidinocarbonylmethoxy, N-methylbutylcarbamoylmethoxy, hydroxy, 
butylcarbamoylmethoxy, methoxy, methoxycarbonyl, ethoxy, dimethylsujfamoyloxy, 
tetrazolylcarbamoylmethoxy, N- methylpyridylethylcarbamoylmethoxy, 
methoxyphenylcarbamoylmethoxy, thiazolylcarbamoylmethoxy, 
dihydroindolylcarbonylmethoxy, N-ethylpropylcarbamoylmethoxy, N- 
methylbutylcarbamoylmethoxy, N-ethylbutylcarbamoylmethoxy, 
dimethylaminophenylcarbamoylmethoxy or N-methylcyclohexylcarbamoylmethoxy. 

39. (Previously Presented) A process for preparing a compound of claim 36, or 
thereof, which comprises, 

(i) reacting a compound (II) of the formula: 
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wherein R 1 , R 5 , A, X and m are each as defined in claim 36, with a compound (III) of 
the formula: 

R 2 




F ™ 



R 4 



wherein R 2 , R 3 and R 4 are each as defined in claim 36, or a salt thereof, to give a 
compound (I) of the formula: 

OH R 2 

I I 

R 1 (X) m A CH CH N 




4 



R' 



wherein R 1 , R 2 , R 3 , R 4 , R 5 , A, X and m are each as defined in claim 36, or a salt 
thereof, or 

(ii) subjecting a compound (la) of the formula: 
OH R 2 

i r 

R 1 (X) m A CH CH N 

A. 




(Ia) 



wherein R 1 , R 3 , R 4 , R 5 , A, X and m are each as defined in claim 36, and 
R^ is amino protective group, or a salt thereof, to elimination reaction of the amino 
protective group, to give a compound (lb) of the formula: 
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OH 
I 

R 1 (X) m A CH CH 

R 5 

wherein R 1 , R 3 , R 4 , R 5 , A, X and m are each as defined in claim 36, or a salt thereof. 

40. (Previously Presented) A pharmaceutical composition which comprises the 
compound of claim 36 or a pharmaceutically acceptable salt thereof in admixture with a 
pharmaceutically acceptable carrier or excipient. 

41 . (Currently Amended) A method for making a pharmaceutical composition e*-a 
m e dicam e nt comprising admixing the compound of claim 36 or a pharmaceutically 
acceptable salt thereof with a pharmaceutically acceptable carrier or excipient. 

42. (Previously Presented) A compound of claim 36 or a pharmaceutically acceptable 
salt thereof in the form of a tablet, pellet, troche, capsule, suppository, cream, ointment, 
aerosol, powder for insufflation, solution, emulsion, or suspension. 

43. (Currently Amended) A method for th e prophylactic and/or th e therapeutic 
treatment of pollakiuria or urinary incontinence which comprises administering an effective 
amount of a compound of claim 36 or a pharmaceutically acceptable salt thereof to a subject 
in need thereof. 

44. (Previously Presented) A method for agonizing a /3 3 adrenergic receptor 
comprising contacting said receptor with the compound of claim 36. 
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45. (Previously Presented) A method for inducing gut-selective sympathomimetic 
activity comprising administering an effective amount of the compound of claim 36 to a 
subject in need thereof. 

46. (Currently Amended) A method for the prophylactic and/or th e therap e utic 
treatment of a gastrointestinal disorder comprising administering an effective amount of the 
compound of claim 36 or a pharmaceutically acceptable salt thereof to a subject in need 
thereof. 

47. (Currently Amended) A method for the prophylactic and/or the therapeutic 
treatment of an ulcer or pancreatitis comprising administering an effective amount of the 
compound of claim 36 or a pharmaceutically acceptable salt thereof to a subject in need 
thereof. 

48. (Previously Presented) A method for inducing lypolysis comprising 
administering an effective amount of the compound of claim 36 or a pharmaceutically 
acceptable salt thereof to a subject in need thereof. 
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